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Tissue Repositories and Tissue Repositories and ConsentConsent--
related Issuesrelated Issues

•• Is Is ““consentconsent”” the correct starting the correct starting 
point?point?

•• Biobanks and tissue repositories Biobanks and tissue repositories 
present unique challenges to human present unique challenges to human 
subjects protection:subjects protection:

•• How much How much ““workwork”” can informed can informed 
consent do?consent do?

•• Should we rely more on Should we rely more on 
““governancegovernance”” and best practices?and best practices?

•• If so, how implemented?If so, how implemented?



OverviewOverview
•• Moving Beyond Consent: Moving Beyond Consent: 

Governance Models in Biospecimen Governance Models in Biospecimen 
CollectionsCollections

•• (Not just waivers)(Not just waivers)
•• Models of Community EngagementModels of Community Engagement

•• Deliberative DemocracyDeliberative Democracy
•• Role of Empirical Research in Policy Role of Empirical Research in Policy 

MakingMaking
•• ““LeftoverLeftover”” ConcernsConcerns



WhatWhat’’s at Stake?s at Stake?



Predictive Genomic Risk Assessment:Predictive Genomic Risk Assessment:
The Holy Grail of Individualized The Holy Grail of Individualized 

MedicineMedicine



From GWAS to From GWAS to 
personalized medicinepersonalized medicine

E. Nabel; NHLBI, 2007

Fine Mapping, ResequencingFine Mapping, Resequencing

Functional StudiesFunctional Studies

Genomic Clinical TrialsGenomic Clinical Trials

Applications for Genomic MedicineApplications for Genomic Medicine

PredictPredict PreventPrevent PersonalizePersonalize

Genotype Phenotype AssociationGenotype Phenotype Association

Independent Replication







Rapidly Changing Research Rapidly Changing Research 
EnvironmentEnvironment

•• Static Regulatory EnvironmentStatic Regulatory Environment
•• ““incrementalismincrementalism””
•• BelmontBelmont
•• HIPAAHIPAA



NIH Data Sharing RequirementsNIH Data Sharing Requirements



Expanded Views of Expanded Views of 
Research/Therapy ContinuumResearch/Therapy Continuum

•• Ancillary Care Obligations (in Ancillary Care Obligations (in 
resource poor settings)resource poor settings)

•• Henry Richardson, et al. PLOSHenry Richardson, et al. PLOS
•• Incidental FindingsIncidental Findings

•• Susan Wolf, et al. JLMESusan Wolf, et al. JLME
•• Technological Change itself as a Technological Change itself as a 

ChallengeChallenge
•• DNA collection DNA collection on every patienton every patient as as 

part of personalized medicine part of personalized medicine 
endeavorsendeavors



Returning ResultsReturning Results
H. Greely, H. Greely, AnnuAnnu Rev Genomics Hum Genet. 2007Rev Genomics Hum Genet. 2007

•• Choice not to return clinically Choice not to return clinically 
meaningful results meaningful results ““...seems, at least ...seems, at least 
in extreme situations, immoral, in extreme situations, immoral, 
possibly illegal, and certainly unwise.possibly illegal, and certainly unwise.””

•• Example: gene variant associated Example: gene variant associated 
with high risk of colon cancer, for with high risk of colon cancer, for 
which early screening could be lifewhich early screening could be life--
savingsaving



Planning for a new way of Planning for a new way of 
doing researchdoing research



Lessons from the HapMap ProjectLessons from the HapMap Project

•• Focus on Focus on ““identifiable communitiesidentifiable communities””
•• Internationally & in U.S.Internationally & in U.S.

•• ““Community engagementCommunity engagement”” (not consent) (not consent) 

•• Considered community desiresConsidered community desires
•• Without abandonment of Without abandonment of 

individual informed consentindividual informed consent
•• Does not provide a model for Does not provide a model for 

engaging with citizens more engaging with citizens more 
generallygenerally



Empirical Studies to Advance our Empirical Studies to Advance our 
Understanding (in process) Understanding (in process) 

•• Making Every Voice Count:Making Every Voice Count:
Public Consultation on Genetics, Public Consultation on Genetics, 
Environment, and HealthEnvironment, and Health

•• eMERGE Network (NHGRI eMERGE Network (NHGRI ““uu”” award award 
mechanism)mechanism)

•• Expanded NetworkExpanded Network
•• CEER sites, Stanford, UNC, Duke, CEER sites, Stanford, UNC, Duke, 

Baylor, etc.Baylor, etc.
•• CTSA (Less developed)CTSA (Less developed)



““Making Every Voice CountMaking Every Voice Count””
K. Hudson et al., Johns Hopkins K. Hudson et al., Johns Hopkins 

““Genetics & Public Policy CenterGenetics & Public Policy Center””

•• Focus groups: 16 (15 focus groups Focus groups: 16 (15 focus groups 
plus pilot)plus pilot)

•• Community leader interviews: 27Community leader interviews: 27
•• National survey: 4,659National survey: 4,659
•• Town halls: 5Town halls: 5



NHGRI eMERGE ConsortiumNHGRI eMERGE Consortium
Electronic Medical Records and GenomicsElectronic Medical Records and Genomics

((““UU”” award mechanism)award mechanism)

•• Vanderbilt (coordinating center)Vanderbilt (coordinating center)
•• Marshfield ClinicMarshfield Clinic
•• Group Health/U of WashingtonGroup Health/U of Washington
•• Mayo ClinicMayo Clinic
•• NorthwesternNorthwestern



Integrating bioethics research Integrating bioethics research 
into ongoing projectsinto ongoing projects



NHGRI U01 HG004599 EMR Phenotypes and Community Engaged Genomic Associations 

Survey of revised informed
consent

Myocardial Infarction
750 cases from Olmsted County, age ≤ 65
750 controls from Olmsted County, age ≤

80

Peripheral Arterial Disease
750 cases from the region,

age ≤ 70
750 controls with negative stress test, age ≤ 80

Extract relevant covariate/exposure 
data from Mayo EMR
Phenotype Annotation

Appropriately Consent all Patients

Transform EMR data into health 
data standards 
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Finalize Consent
Options

Retrospective Consent Study

Prospective Consent study 
and Evaluation

Send banked DNA 
for genotyping of 

SNPs

Share consenting findings with 
Investigator Communities at Mayo, 

NHGRI, etc.

Quality Assurance 
Evaluation

Statistical genetic analyses: identify SNPs and haplotypes 
associated with MI and PAD; GxG, GxE interactions

Data sharing of EMR derived phenotypes
and genotypes with the science community

under NHGRI Coop. Agr. rules

Anonymized data with genotype/ phenotype linked with 
encrypted identifiers



Deliberative DemocracyDeliberative Democracy





ConsiderationsConsiderations

•• Genomics research elicits profound Genomics research elicits profound 
hopes, desires and social anxietieshopes, desires and social anxieties

•• Need to balance scientific gains with Need to balance scientific gains with 
social concerns social concerns ---- not just a technical not just a technical 
issue, but a social and political oneissue, but a social and political one

•• Need to address these issues in an Need to address these issues in an 
open, informed manner, engaging the open, informed manner, engaging the 
community community beforebefore implementationimplementation



A Practice with Roots in Political TheoryA Practice with Roots in Political Theory
•• Attempt to compensate for a deficit in Attempt to compensate for a deficit in 

direct participation in contemporary direct participation in contemporary 
democraciesdemocracies

•• Not mediated by political parties, or Not mediated by political parties, or 
organized lobbies or interests, or any organized lobbies or interests, or any 
form of expertiseform of expertise

•• Assumes that individual actors with Assumes that individual actors with 
divergent interests can reach a divergent interests can reach a 
productive exchange of ideas, not productive exchange of ideas, not 
merely restate entrenched positionsmerely restate entrenched positions



Deliberative Democracy ExamplesDeliberative Democracy Examples
•• Tradition in AngloTradition in Anglo--Saxon SystemSaxon System
•• Trial by jury (citizensTrial by jury (citizens’’ jury)jury)

•• public works, urban renewal, public works, urban renewal, 
ecological impactsecological impacts

•• Extended to inquiry into contentious Extended to inquiry into contentious 
issues in science and technologyissues in science and technology

•• CDC on avian flu pandemicCDC on avian flu pandemic
•• British Columbia, CanadaBritish Columbia, Canada

•• Voting MethodsVoting Methods



Deliberative Democracy GoalsDeliberative Democracy Goals

•• Goal is not just to Goal is not just to ““informinform”” or or 
““educateeducate”” the community the community 

•• Seeks genuine discussion among Seeks genuine discussion among 
representative community representative community 
members, and, members, and, 

•• Make Make nonnon--bindingbinding
recommendations about recommendations about 
implementation, governance, & implementation, governance, & 
long term community oversightlong term community oversight



Summary:Summary:
Deliberative Public ConsultationDeliberative Public Consultation

•• Provides a substitute for Provides a substitute for ““expert expert 
knowledgeknowledge””

•• Goal is not simply to let different Goal is not simply to let different 
perspectives or points of view be perspectives or points of view be 
expressed, but,expressed, but,

•• To make real tradeTo make real trade--offs and offs and 
compromises, encouraging the compromises, encouraging the 
formulation of policy formulation of policy 
recommendationsrecommendations



Informed Consent for Biorepositories:Informed Consent for Biorepositories:
Prospective ParticipantsProspective Participants’’

Understanding and OpinionsUnderstanding and Opinions

Beskow LM, Dean E. Beskow LM, Dean E. Cancer Cancer EpidemiolEpidemiol
Biomarkers Biomarkers PrevPrev; in press.; in press.



Study OverviewStudy Overview

Funding from DukeFunding from Duke’’s CTSAs CTSA
Sample: 40 individuals from Durham Sample: 40 individuals from Durham 
areaarea

OverOver--sampled minorities & lower education sampled minorities & lower education 
levels; diversity by age & sexlevels; diversity by age & sex

~30 minute cognitive interview~30 minute cognitive interview

Beskow LM, Dean E. Beskow LM, Dean E. Cancer Cancer EpidemiolEpidemiol Biomarkers Biomarkers PrevPrev; in press; in press



Simplifying Informed Consent for Simplifying Informed Consent for 
BiorepositoriesBiorepositories

Laura M. Beskow, PILaura M. Beskow, PI

Kevin P. Kevin P. WeinfurtWeinfurt, Co, Co--PIPI



Study 1: Developing Simplified Study 1: Developing Simplified 
Biorepository Consent FormBiorepository Consent Form

ObjectiveObjective
To gather data from prospective research subjects To gather data from prospective research subjects 
about what information they find most important to a about what information they find most important to a 
decision about taking part in a biorepositorydecision about taking part in a biorepository

Design Design –– tablet PCstablet PCs
Arm 1: Read Arm 1: Read longlong version of consent form and tell us version of consent form and tell us 
what information can be eliminatedwhat information can be eliminated
Arm 2: Read Arm 2: Read shortshort version of consent form and tell version of consent form and tell 
us what information needs to be addedus what information needs to be added



ReadabilityReadability

Long Version (~6 pgs)Long Version (~6 pgs) Short Version (2 pgs)Short Version (2 pgs)



Large scale genomic studies linked 
to electronic medical records
Incorporating participant perspectives

Wylie Burke MD PhD
Department of Medical History and Ethics

University of Washington, Seattle WA
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Seattle eMERGE ELSI Project
(2) Consensus Process

Year-long deliberative small group process
Consumers (5)
Researchers (3-4)
IRB; Group Health leadership (3-4)

Goals
Develop shared understanding of

Potential yield of databanks / data-sharing
Attitudes/expectations/needs of participants

Achieve consensus on optimal local policies
Contribute to larger discussion



Goals for stewardship of biorepositories

Appropriate uses & reporting of data
Researcher access
Publication
Return of results 

Data protection & oversight
Rapid response to errors and breaches
Appropriate consequences for malfeasance

Communication about the research 
enterprise



““LeftoverLeftover”” ConcernsConcerns

•• Need for Harmonization with NIH Need for Harmonization with NIH 
GWAS policiesGWAS policies

•• Certificates of ConfidentialityCertificates of Confidentiality
•• Currently issued Currently issued ““study by studystudy by study””
•• No provisions for ongoing No provisions for ongoing 

biospecimen repositories set up biospecimen repositories set up 
as research resourcesas research resources



““LeftoverLeftover”” ConcernsConcerns
•• DNA as Unique IdentifierDNA as Unique Identifier

•• OHRP should consider OHRP should consider 
contradictions arising from its contradictions arising from its 
ruling that DNA does not ruling that DNA does not 
constitute a biological identifier constitute a biological identifier 
under existing rules (sharing under existing rules (sharing 
controlled by controlled by ““data access data access 
committeescommittees””))

•• Conflicts with FOIA (DNA is excluded Conflicts with FOIA (DNA is excluded 
because personal)because personal)

•• May jeopardize security May jeopardize security 



““LeftoverLeftover”” ConcernsConcerns

•• Protection from Group HarmsProtection from Group Harms
•• Categorization of Categorization of BiorepositoryBiorepository

SamplesSamples
•• AncestryAncestry
•• ““RaceRace”” ((racializedracialized groups)groups)
•• SelfSelf--identified ethnicityidentified ethnicity

•• Potential Impact on Health Disparities Potential Impact on Health Disparities 
Research AgendaResearch Agenda



Group harm

Not addressed in the Belmont Report or 
necessarily included in beneficence, 
respect for persons, or justice

Should we consider 4th principle for 
research?
“Respect for communities”

obligation to respect values and interests of 
the community
wherever possible, protect community from 
harms

Emanual & Weijer, Protecting communities in research, 



The International Conversation The International Conversation 
about Biobanks/Biorepositoriesabout Biobanks/Biorepositories

•• Further Engagement DesirableFurther Engagement Desirable

•• International Harmonization may International Harmonization may 
decrease potential harms/abusedecrease potential harms/abuse



Mark Rothstein:Mark Rothstein:

““Patients will give consent and Patients will give consent and 
authorization to use their tissue authorization to use their tissue 
and records, and records, but they want to be but they want to be 

asked.asked.””



ConclusionConclusion

•• The devil is in the details.The devil is in the details.
•• Exactly WHO to ask and HOW to ask Exactly WHO to ask and HOW to ask 

is not yet fully clear.is not yet fully clear.
•• Role of community in developing Role of community in developing 

governance and in long term governance and in long term 
oversight  must be developed, oversight  must be developed, 
nurtured, and sustained.nurtured, and sustained.

•• Moving Moving ““beyond consentbeyond consent”” to to 
governance modelsgovernance models
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